A synthetic route to 3-methyl-2,7-naphthyridine derivatives, used for pharmacological studies, is reported.
4b R = CHj (48%)
Unexpected formation of 2b instead of 2c was obviously due to the fact that the nucleophile attack to the pyridinium salt lb was achieved preferentially by the internal anion of the ethyl methyl ketone (Π, see scheme below) and not by the marginal one Q), as would be expected from the inductive electronic effects.
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:· π -? Η C^= L C _ C Hh 2 C^C-CH 3 We ascribed this behaviour to the involved keto-enolic equilibria, which are favoured by the dipole-dipole interactions between the carboxamide group and the enol, the reaction being thermodynamically controlled.
HCl reflux oxidation
Condensation with acetyl acetone did not yield the expected naphthyridinone. We explained these results by the greater stability of the acetyl acetone carbanion comparatively to the ethyl methyl ketone one and by its concurential self-condensation. Poor results for the condensation of N-benzyl nicotinamide with acetyl acetone were also previously reported.(6) Naphthyridinones 2a.b were halogenated with phosphorus oxyhalides (POX3, X = CI, Br) and then the halogen was removed by treatment with hydrazine and subsequent oxidation with copper sulphate. We obtained higher dehalogenation yields by reduction with organotin compounds (TBTH) and we found this method more convenient than the classical ones, i.e. (8)).
3-Methyl-1(2H)-oxo-2,7-naphthyridine 2a.
To a solution of 3-carboxamide-1-ethyl-pyridinium bromide la (10 g; 43.27 mmol) in a mixture of water (90 ml) and freshly distilled acetone (70 ml), a concentrated solution of sodium hydroxide (5.6 g NaOH in water, 20 ml) was added gradually, under stirring. The reaction mixture was stirred at r.t. for 48 h. Concentrated HCl (25 ml) was added and the mixture was refluxed for 1 h. After removal of solvents, the dry residue was refluxed in absolute ethanol and the suspension was cooled down, filtered and washed thoroughly on filter with absolute ethanol. The ethanolic filtrates were collected, evaporated and the yellow residue was sublimed at 5x10~2 mbar and 290-300°C. The sublimate was then recrystallized from boiling water to afford white crystals of 3-methyl-1(2H)-oxo-2,7-naphthyridine 2a ( 
303(1.148).
A method for the synthesis of 3-methyl-2,7-naphtyridine derivatives 
3.4-Dimethyl-1(2H)-oxo-2,7-naphthyridine

1-Chloro-3,4-dimethyl-2,7-naphthyr1dine 3b was prepared from 3,4-dimethyl-1(2H)-oxo-2,7-naphthyridine 2b
(520 mg; 2.98 mmol) and phosphorus oxychloride (6 ml; 65 mmol) by the same procedure as that one used for 1-chloro-3-methyl-2,7-naphthyridine 3a. Final chromatography on silica gel S, with methylene chloride/ 1-Bromo-3-methyl-2,7-naphthyridine 3c. Finely grounded 3-methyl-1(2H)-oxo-2,7-naphthyridine 2a (600 mg;
3.74 mmol) and phosphorus oxybromide (3.3 g; 11.49 mmol) were intimately mixed and heated to 100°C for 3.5 h in a stoppered flask. The cooled reaction mixture was poured into ice water, neutralized with sodium bicarbonate (sat. sol.) and extracted with methylene chloride. Drying on magnesium sulphate and solvent removal afforded a solid residue which was chromatographed on silica gel S (methylene chloride/ethanol 3-methyl-2,7-naphthyridine 3c (360 mg; 1.61 mmol; 43 %), decomp. over 120°C. 
